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1. 


This international preliminary report on patentability (Chapter I) is issued by the International Bureau on behalf of the 
International Searching Authority under Rule 44 bis.\(a). 




This REPORT consists of a total of 6 sheets, including this cover sheet. 

In the attached sheets, any reference to the written opinion of the International Searching Authority should be read as a reference 
to the international preliminary report on patentability (Chapter 1) instead. 


3. 


This report contains indications relating to the following items: 






Box No. I 


Basis of the report 




□ 


Box No. n 


Priority 




□ 


Box No. Ill 


Non-establishment of opinion with regard to novelty, inventive slep and industrial 
applicability 






Box No. TV 
Box No. V 


Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 




□ 


Box No. VI 


Certain documents cited 




□ 


Box No. vn 


Certain defects in the international application 




□ 


Box No. Vni 


Certain observations on the international application 


4. 


The International Bureau will communicate this report to designated Offices in accordance wilh Rules A4bis.3(c) and 93bis.\ bul 
not, except where the applicant makes an express request under Article 23(2), before the expiration of 30 months from the priority 
date (Rule 44bis .2). 
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1. This opinion contains indications relating to the following items: 




□ 
□ 
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□ 
□ 



Box No. I 
Box No. II 
Box No. Ill 
Box No. IV 
Box No. V 

Box No. VI 
Box No. VII 
Box No. VIII 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43bis. 1 (a)(i) with regard to novelty, inventive step or industrial 
apphcabihty; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



2. FURTHER ACTION 

lnr!^l and . p r ! nlernati0 " aI P'fliminaiy examination is made, this opinion will be considered to be a written opinion of the 
Aufhn 1 Preliminary Examining Authority ("IPEA") except that this does not apply where the aZSin chooses an 

mfw^L n - 30 l ?,t° n , C t0 bC ^ 3nd me Ch0Sen ffEA has noli ^ d the international Bureau unSe Rul 66 ill*) 
that written opinions of this International Searching Authority will not be so considered. f ) 

If this opinion is. as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit to the 

of Form PCT^oTh^' IT *P pr ™ with — ments, before the expiration of '"months lC^.tfo7^lf5 
of Form PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later 8 

For further options, see Form PCT/ISA/220. 
3. For further details, see notes to Form PCT/ISA/220. 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



BoxNo. I Basis of this opinion 



International application No. 
PCT/US05/10627 



I. With regard to the language, this opinion has been established on the basis of: 

£3 the international application in the language in which it was filed 

[J a translation of the international application into 

international search (Rules 12.3(a) and 23.1(b)). 



which is the language of a translation furnished for the purposes of 



2 ^^^JZ^^^^^T disclosed in ,hc inle ™" ional app,icati0 " a " d — • - 

a. type of material 

□ a sequence. listing 

□ table(s) related to the sequence listing 

b. format of material 

□ 

on paper 

in electronic form 



c. 



time of filing/furnishing 

□ contained in the international application as filed. 

□ filed together with the international application in electronic form. 

□ furnished subsequently to this Authority for the purposes of search. 



3 ' or CaSe *? m ° re tha " °" e VerSi °" ° r COpy of 3 se< " ,encc Iistin 8 ™<»™ «We(s) relating thereto has been filed 



4. Additional comments: 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No- 
PCT/US05/10627 



Box No. V Reasoned statement under Rule 43 Ws.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) Claims MO ; YES 

Claims NONE . NO 



Inventive step (IS) Claims NONE YES 

Claims MO NO 

Industrial applicability (IA) Claims 1-10 -YES 

Claims NONE NO 



2. Citations and explanations: 
Please See Continuation Sheet 
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International application No. 
PCT/US05/10627 



Supplemental Box 

In case the space in any of the preceding boxes is not sufficient. 



V. 2. Citations and Explanations: 

Claims 1-10 lack an inventive step under PCT Article 33(3) as being obvious over Rasmusson (U.S. 4,760,071) in view of 
Durette (WO 95/11 254) and further in view of Bhasin (Clin. Infectious Diseases, 2003, 37, s142-s149) and Boyanov et al. 
(The Aging Mate, 2003, 6, 1-7). 

Rasmusson teaches the compounds of structure (I) as 5-alpha reductase inhibitors. The reference further teaches 
that the 5-alpha reductase inhibitors will serve and prevent or lessen symptoms of hyperandrogenic stimulation. It is well 
known in the art that 5-alpha reductase enzyme is responsible for the conversion of testosterone to dihydrotestosterone 
(DHT) and in the absence of the inhibitor DHT level is high (see abstract, col. 1 , lines 35-45). 

Durette teach compounds of structure (III) as 5-alpha reductase Inhibitor compounds. The reference further teaches 
that the 5-alpha reductase inhibitors will serve and prevent or lessen symptoms of hyperandrogenic stimulation. 

The references do not teach the compounds to be useful in the treatment of a male subject with visceral adipositiy, 
metabolic syndrome, and type II diabetes or insulin resistance. 

Bhasin teaches the effects of testosterone administration on fat distribution, insulin sensitivity and atherosclerosis 
progression (see Abstract). The reference teaches that testosterone administration to middle-aged men is associated with 
decreased visceral fat and glucose concentrations and increased insulin sensitivity (see Abstract). 

Boyanov et al. teaches that supplementation of testosterone in men with type 2 diabetes, visceral obesity and partial 
androgen deficiency improved several features of the metabolic syndrome, including glucose homeostasis and body 
composition (decrease in visceral obesity) and improved symptoms of androgen deficiency (see Abstract, p4, Table 1, p 6, 
col. 2 para 4). Boyanov teaches a reduction in the waist hip ratio of the patients after month 3. (Table 1) 

It would have been obvious to one of ordinary skill in the art at the time of the invention to have used 5-alpha 
reductase inhibitor compounds such as structure (I) in the treatment of a male subject with visceral adipositiy, metabolic 
syndrome, and type II diabetes or insulin resistance because of the teachings of Bhasin and Boyanov et al. Bhasin and 
Boyanov et al. teach the effects and benefits of testosterone administration to male subjects. The references teaches that 
supplementation of testosterone hormone is beneficial in the treatment of type II diabetes, visceral obesity, metabolic 
syndrome etc. The 5-alpha reductase Inhibitor compounds inhibit the reductase enzyme thus maintaining the levels of 
testosterone before they bind to the enzyme and get converted to DHT, 

The above said references do not teach a method comprising administering compounds of formula (I) and (III) or a 
pharmaceutical composition comprising the compounds of formula (I) -(IV) with additional agent such as antidiabetic, 
testosterone. antihypertensivB agent etc. . ■ 
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Supplemental Box 

In case the space in any of the preceding boxes is not sufficient. 

It would have been obvious to one of ordinary skill In the art at the time of the invention to have administered 
compounds of formula (I) and (HI) because both the compounds have been shown to be 5-atpha reductase inhibitors and 
hence testosterone would not be converted to DHT and the levels of testosterone would be maintained and not converted to 
DHT. Bhasin and Boyanov teaches the supplementation or administration of testosterone is useful in the treatment of type II 
diabetes, visceral adiposity etc. Also, it would have obvious to one of ordinary skill in the art at the time of the invention to 
have added additional agent such as antidiabetic, testosterone, antihypertensive agent etc because addition of these 
compounds add synergistic effect to the treatment. 

The above said references do not teach the serum testosterone level of the male subject or the waist circumference 
of the male subject to be greater than 102 cm. 

. It would have been obvious to one of ordinary skill In the art at the time of the invention to treat patients with such 
serum testosterone level or with a waist circumference of certain numbers because the references Bhasin and Boyanov in 
general teach the administration of testosterone to male patients and show the beneficial effects of reduction of visceral 
obesity. Boyanov teaches a reduction in the waist hip ratio of the patients after month 3. 
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A. CLASSIFICATION OF SUBJECT MATTER 
EPC(8): A01N 43/42( 2006.0 1);A61K 31/44( 2006.01) 



USPC: 514/284 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 514/284 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
iM ED LINE, PGPUB, USOCR, DERWENT, EPO, JPO 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


Y 


' U.S. 4,760,071 (RASMUSSON et al.) 26 July 1988 (26.07. 198S)Abstract, col. 1 lines 35-45 
WO 95/1 1254 (DURETTE et al)27 Apr 1995 (27.04.1995) See Abstract, p 1-3 
Bhasin, Clin. Infectious Diseases, 2003, 37, s!42-sl49, see Abstract 
Boyanov et al. The Aging Male, 2003, 6, 1-7, ee Abstract, p4, Table 1 , p 6, col. 2 para 4 

•■ 
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\~~] Further documents are listed in the continuation of Box C. 1 ] See patent family annex. 


♦ Special categories of cited documents: "T" later document published after the international filing date or priority 

date and not in conflict with the application but cited to understand the 
•*A" document defining the genera) state of the art which is not considered to be of principle or theory underlying the invention 
particular relevance 

"X" document of particular relevance; the claimed invention cannot be 
"E" earlier application or patent published on or ofler the international filing date considered novel or cannot be considered to involve an inventive step 

when the document is taken alone 

"L" document which may tlirow doubts on priority claim(s) or which is cited to 

establish the publication date of another citation or other special reason (as "Y" document of particular relevance; the claimed invention cannot be 
specified) considered to involve an inventive step when the document is combined 

with one or more other such documents, such combination being 

•♦O" document referring to an oral disclosure, use, exhibition or other means .obvious to a person skilled in the art 

"P" document published prior to the international filing date but later than the ,, &" document member of the same patent family 
priority date claimed 
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